Atty Docket No. NP4053
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant:  Brovelli et al

Serial No: 09/575,307

Filing Date: May 19, 2000

Examiner: Michael V. Meller

Group Art: 1654

For: ECHINACEA INDUCTION OF PHASE IT ENZYMES

Commissioner of Patents

P.O. Box 1450
Alexandria, VA 22313-1450

DECLARATION UNDER 37 C.F.R. §1.131

We declare that:
1. We are co-inventors of the patent application identified above.

2. Prior to May 9, 2000, we had completed the invention as described and claimed in
the subject application in this country as evidenced by the following:

a. the Invention Conception Record and accompanying attachments
submitted to the Alticor Legal Department (formerly Amway Corporation)
(attached as Exhibit 1);

b. Lab notebook pages from one inventor, Kari Truax, (attached as Exhibit
2).
3. The Invention Conception Record and its accompanying figures show that, prior

to May 9, 2000, we conceived of and reduced to practice a procedure for inducing
phase II enzymes with chloroform-soluble Echinacea purpurea fractions as
described and claimed in the subject application.

4. Additionally, Kari Truax’s lab notebook pages outline the steps she performed to
reduce our invention to practice in the Nutrilite Laboratories at 19600 6 Street,
Lakeview, CA 92567-8403. These steps conform with Figure 1 and Pages 6-7 of
the subject application and further support that, prior to May 9, 2000, we
conceived of and reduced to practice, a procedure for inducing phase II enzymes
with chloroform-soluble fractions of Echinacea purpurea as described and
claimed in the subject application.

5. Each of the dates redacted from Exhibits 1 and 2 are prior to May 9, 2000.
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6. We hereby declare that all statements made herein of my own knowledge are true
and that all statements made on information and belief are believed to be true; and
further that these statements were made with the knowledge that willful false
statements and the like so made are punishable by fine or imprisonment, or both,
under Section 1001 of Title 18 of the United States Code, and that such willful
false statements may jeopardize the validity of the application or any patent issued

therefrom.
/W [0-3- 07

Ernesto Brovelli, Ph.D Date

T 10/ 4 /o4
Yingqin Li Date
Kari Fitzgerald (maiden name — Truax) Date
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Puri David Date =



Atty Docket No. NP4053

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant:  Brovelli et al
Serial No: 09/575,307

Filing Date: May 19, 2000
Examiner: Michael V. Meller
Group Art: 1654

For:

ECHINACEA INDUCTION OF PHASE I ENZYMES

Commissioner of Patents
P.O. Box 1450
Alexandria, VA 22313-1450

DECLARATION UNDER 37 C.F.R. §1.131

We declare that:

1.

2.

We are co-inventors of the patent application identified above.

Prior to May 9, 2000, we had completed the invention as described and claimed in
the subject application in this country as evidenced by the following:

a. the Invention Conception Record and accompanying attachments
submitted to the Alticor Legal Department (formerly Amway Corporation)
(attached as Exhibit 1);

b. Lab notebook pages from one inventor, Kari Truax, (attached as Exhibit
2).

The Invention Conception Record and its accompanying figures show that, prior
to May 9, 2000, we conceived of and reduced to practice a procedure for inducing
phase II enzymes with chloroform-soluble Echinacea purpurea fractions as
described and claimed in the subject application.

Additionally, Kari Truax’s lab notebook pages outline the steps she performed to
reduce our invention to practice in the Nutrilite Laboratories at 19600 6" Street,
Lakeview, CA 92567-8403. These steps conform with Figure 1 and Pages 6-7 of
the subject application and further support that, prior to May 9, 2000, we
conceived of and reduced to practice, a procedure for inducing phase II enzymes
with chloroform-soluble fractions of Echinacea purpurea as described and
claimed in the subject application.

Each of the dates redacted from Exhibits 1 and 2 are prior to May 9, 2000.



6. We hereby declare that all statements made herein of my own knowledge are true
and that all statements made on information and belief are believed to be true; and
further that these statements were made with the knowledge that willful false
statements and the like so made are punishable by fine or imprisonment, or both,
under Section 1001 of Title 18 of the United States Code, and that such willful
false statements may jeopardize the validity of the application or any patent issued

therefrom.
Ernesto Brovelli, Ph.D Date
Yingqin Li Date

by /7 | (9/¢/oy

Kari Isitzgerald (maiden name — Truax) Date

Puri David Date



EXHIBIT

[

tabbles®

Amway Corporation

invention Conception Record
A. Title of your invention.

" Phase || Enzyme Induction by Echinacea Extract and Its Fractions

B. Describe your invention including specific embodiments and alternatives,
ranges and products, and process/apparatus variations. Include photographs,
sketches, flow sheets, or other drawings where appropriate.

We have found that certain Echinacea purpurea extracts and some of its
fractions induce the expression of Phase Il enzyme. The extracts found to
induce the expression of this enzyme are derived from both the
aboveground organs and the roots.

On that basis, experimentation was further refined to determine the level of
induction for Echinacea purpurea fractions extracted with solvents of
different polarity. It was determined that for aboveground organs, it is the
petroleum ether fraction that results in the greatest induction of phase I
enzyme. For roots, it is the chioroform fraction that brings about maximum
induction.

C. Describe what problem was solved and how you solved it. Describe how your
invention differs from art you are aware of and describe the
advantages of your invention.

To our knowledge, and based on an extensive literature review, there is no
previous knowledge about this kind of mechanism in Echinacea.

The induction of phase Il enzymes has extremely important implications for
the human body. These enzymes have detoxyfying activity of potential
carcinogens.

In addittion to Echinacea’s well-documented immunomodulatory functions,
this finding can extend the activity of Echinacea as a cancer
chemopreventive agent.



D. When did you first think of this invention?

redacted )
On- ~..-..we thought that the recently developed prototypes might have

Phase Il enzyme properties and decided to submit them to a bioassay.
E. What records do you have to document when you first thought of this
invention?

Laboratory notebook.

F. To whom did you first disclose this invention?

Kha Tran

.G.  On what date did you make this disclosure?

redacted-

H. When did you first do any actual experimental work concerning the
invention?

redacted

l. Who has observed the progress of your experimental work?

Rodney Johnson & Kevin Gellenbeck.

J. Are there other ICRs now on file or contemplated, yours or others, that tie in
closely with this invention?

No.

K. Has panel or consumer testing been conducted?
2



Yes | No. X __ Ifyes, when? Describe the testing.

Are there any plans for consumer or panel testing?

Yes No.__ X__ If yes, when? give details.

Not in the immediate plans.

Give dates and details regarding any samples, sales, information, or
publications relating to this invention which have been or will be given to
persons outside Amway Corporation.

No information has been disclosed to outside parties.

Are you aware of any pertinent literature or patent references? Give
details.

None whatsoever.

Is commercial use imminent? If yes, indicate the anticipated earliest date
of commercial use.

‘The extracts are currently being manufactured by Nutrilite/Amway, although
with the purpose of enhancing the immune system.

This is an extremely novel function for this herb and it wouid be
advantageous to exploit this benefit commercially.



NOTE: IF ANY CHANGES TO THE ABOVE INFORMATION OCCUR,
ADVISE A MEMBER OF THE PATENT REVIEW TEAM IMMEDIATELY.

Ernesto A. Brovelli %@
Inventor Signed - redacted

montrfday, year

Yong Quian
inventor Signed
mggth, day, year
Puri G. David .o : ( ,
inventor Signed l/(/V/lH C-’W Dﬂ/\ﬂd’( redacted
“month, day, year
Kari L. Truax
Inventor Signed Fau (J A=< redacted

, . maonth, day, year
Yingqin Li ' /& ﬁ<
Inventor | Signed___ [ 7Z<- ' redacted

ménth, égy, yeEr

The foregoimgned dis¢logure was read and understood by me on the date

Witness / / 4 /—\ Signed redacted .
4 //)/ month, day, year

Witness Signed

month, day, year



Extraction Protocol

100 g Echinacea purpurea ground
roots or aerial parts (100 g)

Quinone
Reductase
(QR)
Activity

80% Methanol

v

Petroleum Ether

v

“ Chloroform

Chloroform

v

Ethyl Acetate

v

Butanol

*—>

¢ *Adjustment to pH 2

*-—>

Roots: 11.7 g

Aerial parts: 20.5 g
(For the next
extraction we carried
over Roots: 5.8 g and
Aerial parts: 10.3 g
(100%))

Roots: 0.1g (1.72%)
Aerial parts: 0.1582 g
(1.55%)

Roots: 0.2383 g
(4.11%)

Aerial parts: 0.2185 g
(2.14%)

Roots: 0.0535 g
(0.92%)

Aerial parts: 0.0442 g
(0.43%)

Roots: 0.6191 g
(10.67%)

Aerial parts: 0.3295 g
(3.23%)

Roots: 0.0607 g
(1.05%)

Aerial parts: 0.0634 g
(0.62%)
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